09/70158 



fi 



1 

X . 






- ft 9 - 
J J z. 


. i 

X 


C ACA CAG TAG TGC A 




9 

z, . 




X O £ 


-ft 9 - 
I J z. 


- 9 

z. 


GC 


ACA 


CAG 


TAG 


TGC 








X O I. 


1J z. 


- *5 


GC 


TTG 


CTC 


AGG 


ATC 


TPP 
1 






iOE 


- ft. 9 - 

u z. 




TAC 


TCT 


„ TCG 


TCG 


CT 








x o r 


.AO. 

1 J Z. 




C TTG GCG TAG TAC T 








1 


_ p. 9 _ 
J J z 


- fi 


G TAA ACC TCC TTG G 




7 




1 uC 


_ p. 9 - 
J J z 


.7 


GT 


CTA 


TTT 


TGT 


AAA 


PPT PP 


Q 

O - 




i ur 


_ p. 9 _ 

10 z. 


-P 
o 


GC 


ATG 


TCT 


ATT 


TTG 


TAA ACC 


Q 




Tr^F- 


- ft 9- 
1 J z. 


- Q 


CGG 


CAT 


GTC 


TAT 


TTT 


GTA 


x u 




IbE 


- ft 9 - 
J J z, 


x u 


G GCA TCA AGG TAC C 




X X 




TCF- 


-ft 9 - 
J J z 


X X 


CTG 


TAG 


AAA 


GTG 


GG 




1 9 
X z 


* 


lol. 


.ao_ 
Jo Z 


-1 9 
X z, 


AC 


AAT 


TCT 


GAA 


GTA 


GGG T 






lor 


.a 9 _ 

J J z 


. 1 
X o 


T CAC CAA ATT GGA AGC AT 


X fi 




lor 


. ft 9 _ 

J J z 


X ft 


GCT 


TTC 


ACC 


AAA 


TTG 


GAA GC 


X 




x o r 


- ft 9- 
1 J z 


-1 s 

X J 


CTG 


GCT 


TTT 


GGG 


TT 




1 fi 
X u 




l or 


-ft 9- 
JJ z 


-1 fi 

X o 


T CTG ATA TAG CTC AAT CC 


1 7 

X / 




1 bf 


• ft 9- 

id z 


1 7 

X / 


T CCT AGT GGA CTT TAT AG 


1 p 
X o 


* 


1 or 


JDZ 


1 p 

X D 


T TTT TCC TAG TGG ACT 


X 


• 


TP TT- 

1 or 


. ft 9 - 
1DZ 


1 Q 


C AAT TAT CCT GCA CAT TTC 


z u 


• 


TP tt , _ 
Ibt" 


o 9 _ 
'ID Z — 


9 n 


GC 


AAT 


TAT 


CCT 


GCA 


CA 


9 1 
Z X 




lor 


- ft 9 — 
J j Z. 


9 1 
Z X 


GC 


AGC 


AAT 


TAT 


CCT 


GC 


9 9 

z. z. 




XT'- 

lor 


- R 9 - 
ID Z. 


99 
z z 


TG 


GCA 


TTG 


TAC 


CCT 




z o 






J J z. 


9 "3 
z o 


TG 


TGC 


TGA 


GTG 


TCT 




9 4 
z *± 




lor 


■ ft 9- 
Jj z. 


9 4 

Z ft 


CC 


TGC 


TGT 


GCT 


GAG 


TG 


9 S 

Z. *J 




i o r 


1 J z. 


Z J 


C TTG GGT GTT TTG C 




9 fi 

Z, D 




x o r 


• ft9- 
iJ z. 


9 fi 

Z D 


T TTA GCT GCA TTT GCA AG 


27 




TGF- 


152- 


27 


G CCA CTT TTC CAA G 




28 


• 


TGF- 


152- 


14/1 


CTT 


TCA 


CCA 


AAT 


TGG 


AAG 


9 Q 
z 




lor 


ft 9 — 
J J z. 


1 Zl /9 

X fi / Z 


CAC 


CAA 


ATT 


GGA 


AGC 




*3 n 
J u 


* 


lor 


ft 1 — 


X fi / O 


TCA 


CCA 


AAT 


TGG 


AAG 


C 


O X 


* 




ft O — 
15 Z, ~ 


X D / X 


CTC 


TGG 


CTT 


TTG 


GG 




^ 9 
O Z 


* 


TP TT — 

lor 


ft 9 — 


Q /I 

y / x 


CGG 


CAT 


GTC 


TAT 


TTT 


G 






TP T? — 

lor 


ftl — 
ID X 


X 


CGA 


TAG 


TCT 


TGC 


AG 








lor 


ftl — 
J j X 


9 

z 


GTC 


GAT 


AGT 


CTT 


GC 








lor 


ftl — 
J J X 




CTT 


GGA 


CAG 


GAT 


CT 




*3 fi 




T»r; T7»_ 

lor 


ftl — 

ID X 


fi 


CCA 


GGA 


ATT 


GTT 


GC 




^7 


• 


TP TT— 

lor 


ftl — 
JD X 


c 
3 


CCT 


CAA 


TTT 


CCC 


CT 




"3 p 
J o 


* 


TP T7_ 

1 or 


ft T — 
JD X ~ 


O 


GAT 


GTC 


CAC 


TTG 


CA 




*3 Q 


• 


TP T?_ 

lor — 


ft 1 — 
13 ± — 


7 
/ 


CTC 


CAA 


ATG 


TAG 


GG 




4 n 

fi U 


■ 


TP TT — 

1 or *~ 


ft 1 — 
ID X 


p 
O 


ACC 


TTG 


CTG 


TAC 


TG 




A 1 
fi X 


* 


rp tt 1 

1 or — 


1D± — 


Q 

y 


GTA 


GTA 


CAC 


GAT 


GG 




A 9 
ft Z 


* 


TP XT' — 

1 or — 


ft 1 _ 
ID X — 


X u 


CAC 


GTA 


GTA 


CAC 


GA 




ft J 


* 


lot 


ID 1 — 


X X 


CAT 


GTT 


GGA 


CAG 


CT 




ft fi 


* 


TP TT_ 

lor 


ft 1 
ID X 


xz 


GCA 


CGA 


TCA 


TGT 


TG 




ft D 


• 


TP TT — 

lor 


ft 1 — 
ID x — 


X -3 


TGT 


ACT 


CTG 


CTT 


GAA 


C 


A fi 
fi O 


• 


TP TT— 

1 or 


ft 1 — 
ID ± 


X fi 


CTG 


ATG 


TGT 


TGA 


AGA 


ACA 


A 7 
fl / 


• 


TP IT — 

lor 


ft 1 — 
ID ± — 


Ij 


CTC 


TGA 


TGT 


GTT 


GAA 


G 


4 P 
fi O 


• 


1 or 


ft 1 _ 
JD X _ 


X D 


GGA 


AGT 


CAA 


TGT 


ACA 


G 


fi y 




rp r~* t— i 

TGF - 


Id 1- 


1 / 


CAT 


GTC 


GAT 


AGT 


CTT 


GCA 


50 




TGF- 


fil- 


18 


AGC 


TGA 


AGC 


AAT 


AGT 


TGG 


51 




TGF- 


Rl- 


19 


GTC 


ATA 


GAT 


TTC 


GTT 


GTG 


52 




TGF- 


B-l- 


20 


CTC 


CAC 


TTT 


TAA 


CTT 


GAG 


53 




TGF- 


fll- 


21 


TGC 


TGT 


ATT 


TCT 


GGT 


ACA 


54 




TGF- 


Al- 


137 


CGA 


TAG 


TCT 


TGC 


AG 





i / ii Fi s- 11 



09/7015 



55. bl-N17 TCC TCT TCG ACT GCT CTC 

56. b2-N14 CGA AGG TTA AAC CAC TTT CG 

57. b2-N24 GTG AGT CGT GTC GTC C 

58. TGF-B2-98-1 CATCGTTGTCGTCG 

59 . TGF-B2-98-2 CGCTTCTTCCGCCG 

60 . TGF-I32-98-3 CGAAGGAGAGCCATTCG 

61 . TGF-B2-98-4 CGATGTAGCG 

62 . TGF-B2-98-5 CGTCAAATCG 

63 . TGF-B2-98-6 CGTAGTACTCTTCGTCG 
64 . TGF-B2-98-7 CGCGCTCGCAGGCG 

65. TGF-B2-98-8 CGGCCGCCCTCCGGCTCG 

66 . TGF-B2-98-9 CGCGGATCGCCTCG 
67 . TGF-B2-98-10 GAGCGCGACCGTGAC 

68. TGF-IJ-17-C-2260 ACC TCC TTG GCG TAG TA 

69. TGF-ft-12-9/20-2261 AGG GCG GCA TGT CTA TTT TG 

70. TGF-ft-123-2262 CAG AAG TTG GCA TTG TAC 

71. TGF-fJ-12-9/22-2263 AGG GCG GCA TGT CTA TTT TGT A 

72. TGF-fJ-23-2268 TGG GAC ACG CAG CAA GG 

73 . TGF-fil-98-1 CGGGGGCGGGGCGGGG 

74 . TGF-151-98-2 CGGGGCGGGGCGGGGCG 

75. TGF-fi 1 - 9 8 - 3 CGGCGCCGCCGAGGCGCCCG 

76. TGF-B1-98-4 CCGAGGTCCTTGCGG 

77 . TGF-ftl-98-5 CGGCGGTGCCGGGA 

78 . TGF-ftl-98-6 CTCGGCGGCCGGTAG 

79. TG F-fi 1 - 9 8 - 7 CGCTAAGGCG 

8 0 . TGF-fi 1-98-8 CCGCACAACTCCGG 
81 • TGF-ftl-98-9 GCGAGTCGCTGG 

82 . TGF-ftl-98-10 CGGTTGCTGAGGTATCG 

83 . TGF-B1-98-11 CCGGGAGAGCAACACGG 

84 . TGF-J51-98-12 CGCTTCTCG 

85. TGF-fi 1 - 9 8 - 13 CCATTAGCACGCGGG 

86. TGF-B1-98-14 CGGGCTCCG 
87 . TGF-151-98-15 CCGGCCACCCGGTCGCGG 

88 . TGF-B1-9.8-16 CGAGCACGGCCTCG 

89. TGF-B1-98-17 CGGGCAGCGGGCCGGGCG 

90 . TGF-B1-98-18 CGCGGATGGCCTCG 

91 . TGF-ftl-98-19 CGATGCGCTTCCG 

92 . TGF-fil-98-20 CCCGCGGCCGGCGGG 

93 . TGF-B1-98-21 CGCAGCCCGGAGGGCG 

94 . TGF-B1-98-22 CGGCGCCCCCCG 

95. TGF-fJl-98-23 CGGCACTGCCGAGAGCGCG 

9 6 . TGF-B1 - 9 8 - 2 4 CGGGGATGAAGGCGGCG 

97 . TGF-fll-98-25 CGGGTCGGCGACTCCCG 

98 . TGF-B1-98-26 CGCCTGAGGGACGCCG 

99. TGF-I31-98-27 AAGCGTCCCCGGCG 

100 . TGF-ftl-98-28 CGCGGGGCAGCGTCGCG 

101 . TGF-ftl-98-29 CCCCGCGCCTCCGG 

102 . TGF-JU-98-30 CGGCGGCGGCTCG 

103 . TGF-B1-98-31 CGCTCCGGGCCGAGGCCG 
104 . TGF-B1-98-32 CGGCCCCGCGGGCG 

105 . TGF-ftl-98-33 CGGACGGGGCGTCC 

106. TGF-ft 1-98-34 CGGCCGGGGCCCTCG Fig. 

2/11 



09/701 



1 07 

XV// • 


J. O L. JJ J ^ O _L 


TCGAGCTTCCCCGA 

x vjnvj V/ x x v^ v^ v^- v-» vjn 


1 OR 

± u u • 


TGF— ftl— 98— 9 

X VJ i_ J J _J J VJ 


CCCGGAGCCGAAGG 

v^- vj VJfiVj vj iixi vj vj 


109 




CCCGAGGAGCGGG 

V^ n-* VJ VJ VJXivJ V> VJ VJ v_J 


110 
j_ j. \j • 


X VJ X J J — / -J v> *i 


ACGCAGC AAGGCGA 


111 


TGF-ft^-98-S 

X Vj X JJ ~J -J vj *j 


CGGGTTGT CGAGCCG 

V— / vj vj vj x x vj x V/VjnvjVfV/Vj 


11? 


TGF-ft^-98-6 

X Vj i. JJ — / O VI 


CGGCAGTGCCCCG 


1 1 1 
J L J • 


TGF-ft*3-98-7 

X Vj X JJ _> Z/ \J 1 


CGGAATTCTGCTCG 


114 


X VJ I- J J _) _7 (J VJ 


TTGGTTGTGCTCCG 

X X VJ X X VJ X VJ v_» X V^> V_J 


IIS 

X X »J • 


1 Ol JJ ZJ vj Zs 


ATTCCGACTCGGTG 

ni x v«» \w» vjiiVi x v*V7vj x vj 


116 

X X vj . 


X Vj X JJ -/ (J X U 


ACGTGGGTCATCACCGT 

n\y Vj x Vj vj VJ x vn x v^^iv^v^vj x 


117 

XX/* 


TGF-ft3-98— 11 

X VJ X J J _/ VJ XX 


CGAAGAAGCG 

V^ V7rMlV7f*il\J V# VJ 


118 

X X o . 


x vj x jj _j x £~ 


CCT AAT GGC TTC CA 

v^v-» x z*.xi x vj vj V-' x x 


1 1 Q 

X X _? • 


V l_i VJ X jO X 


rGGrCGCGGTGTGT 

>w» Vj vj v« v»* vj v_* vj VJ X VJ X VJ X 


1 90 


VFGF-98-9 

VXjVJx Zj vj 


CGGGAATGCTTCCGCCG 

vj VJ uxin J- vj v> J. x Vj» v-^ vj V-* v-* vj 


1 91 

X iC. X . 


VFH F— Qft — ^ 


CGGCTCACCGCCTCGGC 

VJ VJ V-' X v^flV/V'V7V'V>^ X VvVJVjvv 


1 9? 


\7FH;F— Qft — 4 

VDVJJ. jO M 


CACGTCTGCGGATC 

vj x v^ x vj Vx vj vjn x v-. 


1 9*3 

X <£. .J . 


\7FGF— Qft — S 

VHiVJX JO O 


rrrrGCATCGCATCAGGG 

V'VV/V'VJV'Xil VrVJV«/ll V/XiVJ VJ VJ 


1 94 

X Z. fi . 


\7Ff^F— Q ft — 6 

V Hi VJ X _? O \J 


rGrrTTGrAACGCG 

V/OVeVi X X Vj VffulVr VJ V-» Vj 


1 9 S 

X Zl J • 


\7FQF— Qft — 7 


CCGACCGGGGCCGG 

V^ V^ VJri\> V^ VJ VJ VJ VJ>w v^- VJ Vj 


19 6 


VFGF— 4 Q 

V H VJ X *3 ZS 


GTTCATGGTTTCGG 

vj x x Vv>n x vj vj xxx v-< vj vj 


1 97 


\7FGF— S R 


GCAGAAAGTTCATGG 

vj \^ Sxkj JTi-ti-LiKj x x x vj vj 


1 9ft 


VFGF— 1 ft ft 

V XIj VJ X 1 U U 


GCTGATAGACATCC 

vj v_y x vjxi x nuriv^n x v> v_» 


1 9 Q 


\7FGF— 1 QO 


GrGCTGATAGACAT 


1 *30 

X J VJ . 


VFf^F— 1 Q4 

V Hi VJ x 1271 


GTAGCTGrGPTGATAG 

VJ X rlVjV* X vj\>V7V' X VJ^l X flv 


1 ?1 

X O X • 


V LOl J J 


rTCGATfTrATCAG 

V*f X V^ vj/A X v_< X V^Z^ X V^x^Vj 


1 *39 

X 0 ^ • 


V Hi VJ X /I J J 


ATGTArTrGATCTCATr 

ii X Vj X X V^ VJxi X V- X V^/i X Vj- 


1 ^"3 
x 0 0 . 


\7FHF— 9 60 


GAAGATGTACTCGATC 

VJxiXi Vjzx X VJ X w X V^ VJri X V^> 


1 "34 

X O *i . 


VFGF— 9 6^ 

V Xj VJ X L U J 


CTTGAAGATGTACTCG 

Vv X X VJiiJ-i VJxl X VJ X rlv^ X v^ VJ 


1 

X O J • 


\7FGF— 9 Q9 

V Hi VJ X Z Ji 


GCATCGCATCAGGG 

V7V«rii v^- vjv*ri x v>-*iVj vj vj 


1^6 
x 0 0 . 


\7FGF— 9 Q 4 

V Hi VJ 1. L _? *4 


rPGO ATCGPATC AG 


1 "37 

X / • 


VFGF— 4 99 

v Xj Vj x 


CATTTGTTGTGCTGTAGG 

Viii xxx vj x x vj x vj v^ x vj x n\j vj 


1 "38 

X J O a 


V X_i VJ X 1 J *± 


GGTrTGCATTCACATTTG 

vj Vj x Vv x \j v/ii x x viiv/n xxx vj 


1 "3Q 


VFf^F— 4 4 1 

V Hi VJ £ 4 11 


PTTTGGTPTGrATTP 

V- X X X VJVJ X W X Vj vii X X V-» 


14 0 

X *a VJ . 


VFf^F— 4 4 S 

V X_i VJ X *i *4 J 


V^> XXX Vw* XXX Vj VJ X V^- X VJVf 


141 
XIX. 


VFf^F— 4R0 

V HiVJx 4 JU 


GPTPT ATPTTTPTTTGG 

VJ V_» l V<1 r\ XV>>XXXV»XXX VJVJ 


14 9 


V Xj^j x *± Z) *J 


V7 1 V/ I lOUl V<lnl \vl x xv^ 


1 4 J . 


v xlio r 4 


PTTGTPTTGPTPT ATP 

v^X 1 U 1 u 1 1 OV/ 1 V< 1 r\ X V-» 


14 4 

X H *± m 


\7Ff^F— S Q 6 
V Hivj £ J jD 


PATPTGP AAGTAPGTTPG 
v^rt 1 Vri vj v^./tjtvvj x jriVrf>vj x x v_*vj 


1 4 S 

X H J • 


\7F^F— S Q ft 

V J_i vj x J -? O 


PAPATPTGPAAGTAPGTT 

Vrf>rtv^irix v> x vj v^iTijrvvj x nv/vJ x x 


14 6 

X H \J • 


\7Ff^F— 600 
V £jO £ O VJ VJ 


PTPAPATPTGPA AGT APG 

VJ X V^/^.V_y^T 1V/1 VJV^^UAVJ X ^IVvVJ 


1 47 

X fi / • 


\7F^F— 60 0 — 9 
Vxjvjx DUU Z. 


P ATPTGPAAGTAPG 


1 4ft 

X *i O • 


\7Ff^F— 60 1 
V Hi VJ x DUX 


P APATPTGPAAGT AP 
\_rlv>fl X v.* X vJ v^jrijrlvJ X i~lv^ 


1 A Q 

X ft • 


\7Ff^F— 604 
V Hi VJ x DU ft 


GTP APATPTGP A AG 
Vj x V^/AV^/A ILi Vjv^rVrtvJ 


1 


V£jV3£ OU / 


P r P r rf2 r PP Z\PZ\TPTfZP 


i m 


VEjV3£ — DU / Z 


vjvjv^ lib! UHLnl \^ 1 vjL 


1 R9 


V £jvj£ "OXU 


PTPCPPTTPTPZ\PZ\TP 
L 1 v^vjvjv_> 1 1 vilLnLni V/ 


1 

Ijj . 


VEGF-638 


CTCCTTCCTCCTGC 


x O fi . 


VEGF-766 


GCT TGA AGA TGT ACC 


1 cc 
XDD . 


VEGF-r-1062 


CGT TGC TCT CCG ACG 


156. 


flt-1165 


GAC ACG GCC TTT TCG 


157 . 


flt-rm-2115 


CCA GCA GCT GAC CAT 


158. 


flkl/kdr-m-2315 


GAA ATC GAC CCT CGG 


159. 


MCP-l-Rec-A/B-571 GCA TGT TGT GGA TG 


160. 


MCP-1-1954 


GCA GAG ACT TTC ATG 


161 . 


MCP-1-1955 


ATA ACA GCA GGT GAC 



3/11 



Fig. 
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Fig. 1-4 



OD 450-570 nm 



OOOO — i — a — i. — t. 

r\> ~a> oo - 1 - V ~ot "oo f\) 



TGF-B1-14 
TGF-B1-15 
TGF-B17-C-2260 
TGF-B-1 23-2262 
TGF-B-23-2268 
Control Oligo B 
No Oligo 




OO 450-570 nm 

o o o 



TGF-B1-14 
TGF-01-15 
TGF-B17-C-2260 
TGF-B-1 23-2262 
TGF-6-23-2268 
Control Oligo B 
No Oligo 




Figure 2 



5/11 



OD 450-570 nm 



TGF-62-4 



TGF-62-14 



TGF-02-15 



No Oligo 





OD 450-540 nm x 1000 



o 
o 



— »• FO f\5 CO GO -P* -pw 

cn o cn o cn o cn 
o o o o o o o 



TGF-B2-9 




OD 450*540 nm x 1000 




7 / 11 




o - 

Figure 5 



8/11 



Cell number (% of control) 

u ^ -i a -i IO 

f\3^CDOooro-P*o)Ooorv> 
oooooooooooo 




VEGF-292 
VEGF-441 
VEGF-600 
VEGF-638 
VEGF-703 
No Oligo 



Tumor-cell Cytotoxicity (%) 




Figure 6 
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